extract. A little later in the same year she was seen by Sir Thomas Barlow, whose note in October is to the effect that the thyroid was enlarged, especially on the right side, the heart was " murmurish," the pulse-rate 120, and there was much anaemia. Periods of irregular pyrexia with " urticarial " swellings, as noted before, and very severe pains in the shoulders and neck, rheumatic affection of tissues round finger-joints, elbows and shoulders (fibrositis ?) are also now recorded.
These pains and affections of the joints rendered her incapable of walking, and she was carried in a chair. The symptoms were, always worse in damp weather. There was no deformity or overgrowth of bone. In January and February, 1909, she was again under Sir Thomas Barlow's care for a very curious parotitis, first of one side and then of the other. There was apparently a slight block in the duct, and the gland became swollen and tender, especially under the stimulus of savoury cooking. There was always some fever with these attacks lasting a few days, not more than a week; there was never any suppuration, but there were pain and difficulty in moving the jaw. These attacks were frequently repeated during the subsequent eighteen months. The first definite diagnosis of sclerodermia, which was probably foreshadowed in the " neuritic pains of the fingers," was recorded in June, 1910, affecting chiefly the fingers, forearms, face, and thighs. These symptoms became so pronounced that she was unable to dress herself or write, and was practically crippled. She was treated at Droitwich, with perhaps some benefit, and later with sulphur baths at Biskra. Here she made the acquaintance of Professor Kottmann, of Berne, who persuaded her to seek the advice of Professor Kocher, which she did in May, 1911. Sir Thomas Barlow, in a letter dated May, 1911, wrote to Kocher a long summary of the facts detailed above, and commenting especially on the condition of the thyroid, says: " My opinion is that on the whole it has shown some degree of atrophy, but it is not easy to say how far the wasting is proportional to her general wasting [which was very marked]. She has had very considerable aneamia with I certain amount of pigmentation. This at times has been very marked indeed, almost bad enough for a pernicious anamia. As to treatment, I think it cannot be denied that some benefit has resulted at times from thyroid extract, but it has never been considerable, and I am of opinion that at times it has exhausted her. Various form,s of hot bath applications have been beneficial, and massage has at times helped her, but the permanent results of therapeutics have, it must be confessed, been limited indeed. I have never seen any case of pure myxcedema behave like this." And the mental accompaniments of myxoedema, the lethargy and dullness, were certainly conspicuously absent. The first implantation of thyroid was made by Kocher in Berne, in May, 1911, the thyroid being removed from a case of goitre and immediately transferred to the bone-marrow of the tibia through an incision in its anterior surface. She was seen immediately on her return in June, 1911, by Sir Thomas Barlow, who noted that the wound in the leg was unhealed, that she could walk about, that her colour was better, and the movements more free, but that she could not move her jaw owing to the immobility of ,the skin of the face. There was no parotitis. The sclerodermia was very much better. In November, 1911, Sir Thomas has the following note: " The isthmus of the thyroid can be felt. Sclerodermia much less; for example, she can pick up a pin, but there is still some tightening of the skin, the palmar fascia is thickened, the extremities are cold, left less than the right."
She was taking, on Kocher's orders, from the date of the operation, small doses of iodothyrine, which seem to have suited her better than thyroid extract. In February, 1912, she made a second visit to Kocher, who performed a second implantation of thyroid, also from a goitrous subject, into the marrow of the other tibia. After the operation she got a chill and developed a right lobar pneumonia and nephritis with scanty urine containing 25 per cent. albumin. On March 22, 1912, Dr. Albert Kocher, son of Professor Kocher, wrote to Sir Thomas Barlow: "As to the condition of the sclerodermia it is difficult to judge as yet whether it is any better. We think she ought to go on with the iodothyrine for the present. We gave her, three times [a day?], 0'05 gr., but we think that she may soon go down to 005 gr. once [a day ?] ." She appears to have been taking this dose almost constantly ever since. Exactly a year later, in February, 1913, she was taken for a third visit to Kocher, who, however, did not operate, but administered " a new drug," according to the husband, which made her very ill with heart attacks, and this administration was stopped after ten days' trial, when iodothyrine was resumed.
In June, 1913, the patient was " very ill," and was seen by Professor Ashley Cummins, who apparently diagnosed a pyorrhcea alveolaris, and ordered vaccine injections, of which she had twelve, with benefit. In September, 1913, she had an attack of herpes zoster, and was seen later by Sir Thomas Barlow, who, in consultation with Mr. Oddy, advised the removal of all her teeth. This, according to the husband's narrative, was followed by a notable improvement in every way in her general health and appearance, an improvement which has been steadily maintained.
Menstruation ceased in 1908. Present condition: The patient is anaemic and thin, but active and alert. The areas where sclerodermia was noted have improved to the degree of practical cure of the glossy skin and tightening effect, except on the hands and fingers, where the fingers are partially atrophied, and the skin over them is very shiny and tense, but without contracture, the fingers being sufficiently mobile to allow of her playing the piano. There are on the face very numerous telangiectatic patches about i in. in diameter, which apparently vary in intensity, but never quite disappear. She is also suffering from several corns on the plantar surface which impede walking, which, however, is nevertheless freely undertaken. She expresses herself as incomparably better than before the thyroid implantations, when, as has been mentioned, she had to be carried everywhere in a chair. The skin of the face is supple and otherwise normal, and this is a great relief, as she says complaints had previously been frequent when she was staying at hotels that her corpse-like, rigid face disturbed the other guests.
Comments.-The coincidence of sclerodermia with thyroid disorders has long been observed, but great differences of opinion have been expressed as to whether the association has been more frequent with hyperthyroidism (Graves's disease) or with hypothyroidism (myxcedema). In a recent communication to this Section, Dr. Sequeira described a case associated with myxcedema, and in the present case the symptoms of sclerodermia were certainly more pronounced in the stage of diminution of thyroid activity, and seem to have progressed pari passu with that.
It is obvious that I owe a special meed of thanks for his very generous help to Sir Thomas Barlow, my venerated colleague for the past ten years in the representation of medical graduates on the Senate of the University of London. He has allowed me to reproduce his notes, and has taken infinite trouble in looking up his records in innumerable casebooks over the long period during which this lady has been under his observation. I feel sure the Section would wish to thank him with me for the resulting fullness and interest of this unique record.
DISCUSSION.
The PRESIDENT: This case is exceptionally interesting, partly because of the combination it presents, and partly because of the long observation of the case by Sir Thomas Barlow. I should like to know what was the vaccine used, and whether any observations have been made on the patient's blood.
Dr. KNOWSLEY SIBLEY: I shall be glad to know what dose of thyroid she was taking before the implantation of thyroid was carried out; also whether she tolerated it well by the mouth ?
Dr. F. PARKES WEBER: One of the patient's earliest symptoms was the tendency of the hands, especially the fingers, frequently to become numb, white, and cold. That is the way, I believe, in which the "sclerodactylia form" of sclerodermia most frequently commences. It is later on that the contraction and cicatricial changes occur, which still, to some extent, exist in the present patient, in spite of the great improvement which followed Professor Kocher's implantation of thyroid tissue into the medullary cavity of both tibiae. The patient's thyroid symptoms seem to have been at first of the nature of Graves's disease, and it was probably when the symptoms of Graves's disease had given way and become overshadowed by those of myxcedema that the main improvement in the sclerodactylia set in. This, however, as already stated, to some extent persists-in the stage of contraction.
Dr. GRAHAM LITTLE (in reply): I cannot say what dose of thyroid she had been having, but I will try to find out. I would correct Dr. Parkes Weber and say that the symptoms of sclerodermia became pronounced only after 1908, whereas her first symptoms of Graves's disease, when Sir Thomas Barlow saw her, occurred in 1904. The sclerodermia became more obvious with transformation of the condition into myxcedema. The association seems to be further corroborated by the fact that she improved on the thyroid. In answer to the President, the vaccines were given for the pyorrhcea from which she was suffering, as this was supposed to explain the pernicious ancemia. There is no record of any blood examination, and there is no history of rheumatism.
